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Commissioner for Patents 
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Alexandria, VA 2231 3-3450 

1, Robert Mali, hereby declare that: 

l.).,- I am a citizen of Canada, residing at Baselstrasse 40L, 4132 Muttenz, 

Switzerland, and I am a co-inventor of the above identified application. 

^ H As part of my educational experience, 1 was a Postdoctoral Research Assistant at 
Cilsift-Oei^sr AO i5r<i*n | !^9p- 1 99 1 ; toid a ^stdbctor^I Research Assis^i at: Stattfora 
University from 1988-1990. 1 obtained my Ph.D. in Chemistry from Columbia University 
inl988; and a B.Sc. in Chemistry from the University of Alberta inl982. 

3) l have worked in the phaiwaceutical Held for 19 years. I have extensive lead 

optimization experience on various cardiovascular projects such as renin inhibitors, nitric 
oxide donors, aldosterone synthase inhibitors and neutral endopeptidase inhibitors especially 
when working at Speedei Experimenta Ltd as a scientific expert in medicinal chemistry from 
2002 to 2008. 
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% My oufr^ 

been employed for 19years, 



J at Novartis Pharma AO, Mere i M 



ve 



forthetreatmemofhypertettsion, ' " 

hL IUS "^ TOa " di "«***™ ■< '"'^'.o lOoftHa^ln^^ 
have been peered because «, examiner ^e,^^^^^^^ 

^ <* , h „ ,« «,» i; .„„ i; ,„ „ avHi; ^ m :(icre is no _ riwnwi j £ 

a PP I,ca.i 9 „ to support the claimed milky of the cotnponmto aS rente iiiltibitohs 

7) u ave pe»„a,ly conducted or been directly mpomibie for *e auperviaion „f fto 
' * *"**M*!* of ^rfib.^i^^^ 

*e pending application. ' 

8) llte specific compounds of. be invention have bean tostedaeeordingiothe test 
procedurea described in Nussberger at a/. ^ Cardiovascular jhiarniaeoi, M9 ; ,<y 44m 
discnasedin *a present appiioariononp^a ,5 to 16. ThUtest deiecta the action of renin 
^'^"^ontaftnet^ 

ho formation of angiotensin | inhuman plasma. The amount of angiotensin , formed is 
determined tea S ub«,.,cn, radioimmunoassay. The degree to which the compounds of the 
invention inhibit the formation of angiotensin I is measured in this aystem at different 

™ Mi 7:' T X * '° ,hM — of „,e painter 

inhibitor which reduces the formation of angiotensin I by 50%. 

thts mvennon „ shown in the Test Report, attached hereto aa Exhibit A. 
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10) : Compounds of the: invention having a wide range of substituent groups were 
tested, in order to provide exemplification across the w^ £y 
way ^e^lahatipn,^ the Test Report, Example 3 DD refers to the compound 

of tormyla II on page 41 of the present application, where R 1 is example residue "3" from the 
table starting on page 20 of the application, and NHR 5 is example residue "DD" from the 
table starting on page 39 of the application. The tests show that compounds of the invention, 
having a wide range of substituent groups, show inhibitory effects in in vitro systems with 
minimal concentrations of about 10" 6 to about 10"'" mol/l. 

U) The experimental data in the Test Report clearly establish the activity of the 

compounds of the invention. 

1?) It is my opinion, in view of the technical results, that one ofordinatry skill in tihe 
art would: readily be able to practice the invention across the scope of the claim; based on the 
information in the application as filed, and additionally in light of the fact mat a wide range 
of the compounds covered by the claims have been shown to have the clai med utility via the 
attached Test Report. 

13) I hereby declare that all statements made herein of my own knowledge aretfue 
and that all statements made on information or belief are believed to be true; and further that 
these s^ements were made with the knowledge that willful false statements and the like so 
made are punishable by fine or by imprisonment, or both, under Section 1001 of Title 18 of 
the United States Code, and that such willful statements may jeopardize the validity of the 
^lie#oh, any patent issuing there upon, or any paten t to which this verified statement is 
directed. 



Dated: J? 7 / ■ J^^^^^^^ - 

Robert Mah^FhvD. 
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\-:;S-: . TEST REPORT _ 

rnhibitian of renfn in plasms (hPI) are detemilned by fha invito assay as described in the 
instant English description an page 1Sff. The test used is the one aocordind to Nussberger 
et. 31(198?) J.<^r0immiBrPhamacot. y vol. 9, p, 39-44, the compounds of tha present 

to about 1<T 10 moi/i. 



fi^mpte # 


hP» IG« (nM) 
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2.2 


3K 


3.5 
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2.6 


5K 


1.9 
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;: 23.6 


: 1H . 


35.0 
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2G . 


■ ■ 19;5 
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•■ 5.9 '.: 
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3.9 
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10.6 
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336.0 


: 34B .. 


49.5 
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5.4 


: 3B 
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3C 


4.0 


3F 
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■•' 3G 


2.2 


5A 


12.1 ^ 


SD 


11.5 


sg 


: 21.7 
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13.4 


3D 


4.1 


34A 


31.7 -T 
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^ 34D • 




34G 


71.1 • 
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MiB - 


" 4a ' 
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30.2 
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4G 


19.9 
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